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[1] ©Ig-C»£*l£#'J (A) + RNA^iSiU ^'JACii 

dT TP> dCTP CD^£T^i£$£¥B£fit £ J: <9 mR N A <fcfflffifi«l>J:— * 
lIDNA^Mt^o ^^-e^IiRNAMIHT'RN A^HUrJtlt 
UfcgU CO— *ilDN A&mmt LT\ ^iIDNAt'>J^5-if , I 
^•ffll>T~^:iicDN A^-^^f -So C 9 UT'f§ £*l3cD N AfC. <t 
;U;fEcoR I U yii-^&Wik. EcoR I Jg-ffc-T ^ C <b ICt: oTtt*f5|c 

tz£7i\* Agtl 0^**-> Agtl l^^^-/XifCDEcoR I SB&Kil 



WO 92/20799 g PCT/JP92/00650 

^mm^m^uv^^isi^xu^ [l] oj:m-e'Mh>nz># v (A) 

+ RNA^ii<i: bcDNA£&J&L. C<E>cDNA£ Agtl 0^?*- 
[33 ya-^©^ 

[4] cDNAO^a--^/ 

[2] OIIt'ibtlScDNA^O^'J-^^ [3] ©XfiTii 

W*L& [2] 0Il-ei^n«cDNA5^^7 V -© Agtl 0"7 T- 
£*£:*:§§M*fc (C 6 0 0 Hfl") :fe^7-^*iis$ 

^SiJ-T^o CftCfcfK CLN-IgGIicDNA^a-yirUtK 
LN-G111^ CLN - I gGHiitcD NA^n->ibt/l CLN 
-K4 1 1 ^ tltSE^J*^}^ § ^ifco 

C5] mmw.m(Dmm 



WO 92/20799 7 PCI7JP92/00650 

[4] ©Ilti^tlScDNA^ n-^li, tztZlipVC 1 8©£ 
3t,M2pU C 1 1 8. pBluescript SK + /iif077-y i *y ^ 

*f|BjCDS(*^^fPJ'*JV>T{i. [4] <DHm-cnt>tl& A C L N- 
G 1 1 1 fc itf A C L N-K 4 1 lOEcoR I Wfit*> pBluescript 
S K + tcH:? n- WfcSU ^^-77-i?R4 0 8 ffiRJfelc J: ») — *«B 

Hftfeftl 1 : A/f^iJ K-7CLN/SUZ Hll^btDmRNA 
'J (A) +RNA) g)#«jffiai! 

t ht h'wry K-7CLN/suz hi i *>^>rna»i* 

CLN/SUZ H11W*^> /7-^<7Aft'>7*-hS 
[Han, J. H., S tratowa, C. & Rutter, W. J. (1 9 8 7). 
Biochemistry, 2 6, 1 6 1 7-1 6 2 5] la*?, ^RNA^ifi 

Ltz 0 mmmmi o *m&M>bft%&^M&&m&&7kx-&G'&-? & 0 8 o 

OrpmT^'fr U*a6fcM©ftfSJ~. * h>fr L/i6?K?£ LT*^fc 8 % 2 
/I/*/:/ y -;^tf5MH-v?'?Af*'>7^- h^20 

Da6 7. 5m 1 ©j.^ y -;l/*A*i- 2 0 °C{C^^ Ltfc Wctf U -f o 



WO 92/20799 g PCT/JP92/00650 

fc° ly>m^^-y^Atixm^V, WmiZl 0,0 0 OrpinT^^^ 
fc-fZo '&h>tifctt,miz& £>fr I, Oris l ^tz8%2-S )\sts-f Y 

^i^Xlfct, ^C^lM^iO. 2 5m 1 <t 7. 5m 1 
-J\s£1jaz-, - 2 0°C-e— »fi-r^o 10,0 0 OrpmTl 0#fyj^fr 

If^T— Om 1 fCSJSP.U ^bClMi^iO. 25mli5ml 

CD^^^y-^ftl^-2 0/CT3NM§aifc«-r<5o 10.00 OrpmT l 

Mfff^O. 1 2 5 m 1 £ 2. 5 m 1 (D&x.? J -JV^jjQK.- 2 Ot.t$& 
K:3B#IS!Sfci!"r*o 10,00 Orprirei 0 ^Bra^K £*ifctfciK 
£M»i&7k5m 1 2Mft»t> U ^ AO. 5m 1 fci^^ 

^7-^1 2. 5m 1 Sox.- 2 Ott^RNA^Ii LTfilirrSo 

#U (A) + RNAIt, ±^©^Tj*Tlit.tL^^:RNA^lJ^t>Chir 
gwin©2f& [Chirgwin, J. M. , Przybyla, A. E., MacDonald, 
R. J.. & Rutter, W. J. (1 9 7 9) Biochemistry, 18, 
5 2 94-5 2 9 9] *ffl^TS19liUfco IfCLN/SUZ Hll 
mmco^RNA 9mg£*i&7kK:j$^L2. 5mg/ral <t-T£ 0 10 0 
tt'5^F B 1ifeIlx *±-C^L/=«x 5M«ft»;ffA, 10% 
SDS, lMh'Jx^; -;UT i vlipH7. 4 £*ft^*l*&»fi0 . 
5M. 0.2%. 1 OmMtr&3 J; 9 K flex. 3 0 &£/^b#> 
(0. 5Mi£ftU f-^A. 0. 2%S DS. lOmMh'Jx^ 
7-;V7; ^tS^ pH7. 4) T«lTfcl^t'Ji (dT)-i?/l/n 
-X^5A{C^tj-^ 0 $££#5A#i»©l Ofe©^«««[-C^f 



WO 92/20799 g PCT/JP92/00650 

£ c #5 J*K&&Ltztf V (A) + RNAMW (1 OmM h'Jx 
9J-AsT\ >m&* pH7 . 4) -CfgfcHU RN A^B^fti6§ 0 |# £> 

n/c#>j (A) + RNA^iii o o°cx'5^mmmmLtz^ ±mo 

7A»-,tfc?- Jg^t)ig-To RNAIi, ^tB^(c2. 5f&*©^ 

^y-;i/<hi/io*©2M^^- h >; ^a^*d^-> 10,000 xg©^;i> 

#BiLfc»©ft»£ UTlElitX-r^o ffiS^U (A) + RNA'M^il 
«7KICS«?U2 tfg/ittl©«K"r- 7 0°CT^^-r^o 
IHJM 2 : CLN/SUZ Hll7^^7'J-®M 

HSfe0>J 1 -cm Ztltztf V (A) + RNA4^g*ffll\ T^i/*M±(D 
cDNA&Sl^-; hcr>^n hn-;H:^l\ cDNA^U3. 2 #g[H 
COcDN A8JrJt£EcoR I t ifftSSU EcoR I 'J > 

77-&T4 DNA ligase^ffl^TaMU/Co EcoR I JgffcSU 77 
+ A*±§JJ#5 ^{-^ *9 EcoR I *i«£W-a-£cDNA#H£IllJfcUfco 
COcDNAlOOng^AgtlO^^^- (Xh7^^->tl) 
■ -KigJSSU in vitro'*?*— z? *r—Z?>y*y b (GIGA 

PACK GOLD ; X h >*±M) ^I^TIt^CLN/SU 

Z H 1 lcDNA7^7'7 U-7. 8 x 1 0 6 pfu/^g DNA^M 

mmm 3 : >y-y>t-i:J:^CLN- I gG g>X ^ /MB 

ISfD-E-ti^tiS 0//g^yof'f >i>~'7->1f-4 77A h 



WO 92/20799 10 PCT/JP92/00650 

(i) fiig©^o-y 

^feoE^NBRFiegr-^^-^ (NBRF-PDB ; N 
ational Biomedical Research Foundation Protein Data Base) 
frZ&mVtz&m, t hfUStru?*) >germ line VH26 (xi/MJ 
-^H3HU26. Accession number A02047) ^liil^^^D 
^oCi^'BJb^i^oAio ^ CtEMBL DNAf-^^-X (E 
MBL-GDB ; European Molecular Biology Laboratory Gene 
deta Base) C^^VH 2 6©DNA@B?iJ ( I D£HS I GHAU, A 
ccession number M17747) ©9^bN«7; J Wt 1 OilCf^t 
3 3 0;*? F (^-5 W^-.No. 1) £&J&Ufc 0 *fcM&7 1 C 

HI Y*4 >ODN A@£?iJ (EMBL-GDB ; I D£H S IGCC4, 
Accession number J00228) ©C5fcJS«BT ^^1 OiKcfi^fS 3 
0?^l^tf F 2) ££rJ&U;fco 

MDNA 1) 

5' -GAGGTGCAGCTGTTGGAGTCTGGGGGAGGC-3' 

^DNA (^7-f7-No.2) 

5' -AACTTTCTTGTCCACCTTGGTGTTGCTGGG-3' 
C CD 2 am® 5 -7 - ^THj^CT 2 TiSM b/c C L N/ S U Z 
HllcDNA4ng^f>yi/-hi:PCR V * ? --emKfo) £ 



WO 92/20799 H PCT/JP92/00650 

ffofco *<omm, £»6 6 oiMmiticDmK (pcrtC3) *u 
^©^jS-efcrtf-^wt uyp-y (t'tf >ii:PCRr C3) £i§7t 0 

(2) ggoyo-'/ 

II«aj3r^UfcCLN - I gGH8l©8B#T S y»E^J<h**n 
y-^^oBeyiJ^NBRFiegf-^^-^^&tfeSlfbfcg*. Dau 
di*B§&*3fe©fc h^^n/'J > (i>h'J-^KlHUDK Acces 
sion number A01884) ©S£?iJ t Jfc feftl > * * a ^ /c c ^Ct'E 
MBL DNA^-^-XK&3Daudifcftig#j|©DNAK?iI (ID 
MSVK02, Accession number X00966) OH^bN^T;; 

& l osssiwta^-rs 3 o y- 1 is*?- k c/^>r 7-no. 3) 

tz 0 ttzmm (Km) c 4 >©dnas2^j (embl-gdb ; i 

D£HS IGK1. Accession number V00557) OC^ffilT^il 
0^S(ClB^-r^ 307^ K (T^T-No. 4) £&j£Lfc 0 

^DNA (y7^fY-No. 3) 

5' -GACATCCAGATGACCCAGTCTCCATCCTCC-3' 
^DNA (y^-f^-No. 4) 

5' -CT A ACACTCTCCCCTGTTG A AGCTCTTTGT- 3' 

^(D2mm(D^^4^-^mi^xmmm2rmmvtzc ln/s u z 

H 1 icDNA4ng^f>^l^- M:P C R&ft ^tz a -£©*£H N &j 
6 6 QmmttomK (PCR/cA4) ft. ME?i]^fCJ:0 



WO 92/20799 12 PCI7JP92/00650 

YkU^n-^ (WfWfcPCRic A 4) £*#;t 0 
f^&M 5 : cDNA0^D-->^ 

(1) iicDNA0^n-z>^ 

StfEHi6^J2-C»<&*lA:C LN/S UZ HI lcDNA5^77 U 

- k *r l- r m mm 4 -e^ £ ti iz tr * ^ > t y a - 7 ^ m ^ x ^ 5 - * ✓ n 

u->OX>b-o\t%}l. 6KM>!tO#ADNA^oTfc^ CCD? 
7-^ACLN-Glll ct^^L/Co 

(2) ^licDNAcD^P-^y^ 

Bute 2 £ tl/c CLN/SUZ H 1 lcDNA7-t'/7 'J 

n-V4 11li^l. OKM^ADNA^^tfcf), ;®7 7 
-^ACLN-K411 £<fc£Ljto 

H«J5 JC&^-O n- WfcUfc A CLN-G 1 1 lfcitf ^ C LN 
-K 4 1 1 cDEcoR I Wrfir&yT—i? i v FBluescript S K + iZW? 
n-WbU; 0 :©77-^; y KT^RIEiSI Lfc^BMX L 1 -B lue 
K^W^-^T-^R 4 0 8 — *«DNA£WgU if> 

[Sanger, F. et al. Proc. Natl. Acad. Sci. USA. 
74:5463 (1 977)] i:J;!)ME?iJ^Lf; 0 "toW^n 
h>tlfz CLN— I gGiicDNA^ n - >©5fg£fg#©tggE7ij:te 



WO 92/20799 



13 



PCT/JP92/00650 



1 o 



1 5 



Is* 



TO 
CD 

04) 



—4 

* 


e« m 

B & 


o 

OJ 


CTC 


Leu 


o 


GCT 




o 


TAT 


V4 


o 

CD 


TAT 


Tyr 




cj o 




< 

s 


Cn 

u 
< 


- 


2 

a 


C 

rH 

o 




1 


c 

to 
< 




o 
u 


o 

07 




cj rH 
E- 05 
O > 




o 
E« 
u 


o' 
a> 
•J 




u 
o 
u 


cn 

< 




< 


xl 










o rH 
a o 




a 
o 


a> 
to 




cj 

5 


> 






OJ 
CO 




1 


c 

CO 




< to 
2 »3 




a 
o 
o 


>t 
o 




o 

8 


Or 
U 
E- 




8 


>i 

o 




CJ 


C 
o 




< 3 

f: 3 




o 
o 
o 


>, 

rH 

a 




a 

s 


W< 
<D 

cn 




O 
CD 


>» 

u 




CJ 
CJ 

E« 


V-c 
CU 

to 




< rH 




& 


o 

u 
a* 




o 

s 


U 
<D 

s 




3 


<u 

CO 






c 

CO 

< 




E« m 
a -t 
o < 




a 

u 


c 

f— 1 

o 




o 
a 
a 


m 
f— t 
< 




&^ 
CJ 

u 


o 




CJ 


a 

CO 

< 




o ^ 

a > 




g 

a 


nS 
> 




s 

e« 








1-1 




< 
< 


u 

< 


O 
,H 
i 


E* 

CJ f3 




o 

r 






o 

a 


C 

< 




g 


CD 
f— t 




a 

CJ 


u 

CU 

to 




CO 

S x: 


o 

•-4 


cj 
< 


a 
to 
< 


o 
m 


cj 
a 
< 


QJ 
CO 


O 

in 


a 
a 
a 


i— i 
< 


o 


a 

s 


Q) 
t-i 
♦— < 




E« O 




< 
o 
o 


o 




CJ 
E- 


<i> 
a. 




< 
a 
&• 


u 

0) 
CO 




CJ 

o 
< 






o a 

8 £ 




a 
o 
o 


> 

rH 

o 




CJ 

u 
< 


x: 

£- 




o 
e 
a 


«— 1 

> 




CJ 


Q) 
XI 
(X. 




< CO 






u 




8 


<u 
x: 
a- 




o 


& 

E- 




o 
a 

CJ 


CD 

u 
< 




g s 

cj -3 




< 
P 


rH 

o 




a 
o 


a 




a 

a 


r-l 

o 




a 
a 


o 




c? > 
a 

o a 




o 

& 






e< 

cj 


oj 
cn 




o 
a 


OJ 




o 


to 
> 




Fh CU 




CJ 


0). 




CJ 

cj 
o 


03 
< 




o 
o 
o 


> 

r-f 
O 




8 

O 


rH 
> 




o a 

< CO 

O *< 




o 
< 
o 


C 

r-l 
O 




< 

a 
o 


< 




o 






a 

8 


0) 

to 


<Tl 
rH 
• 


O aJ 

2 s 




o 
tH 
o 


l— 1 

> 




E- 

O 


to 

CJ 




o 
a 
a 


> 

a 






a 

to 

< 




o 

3 


-H 


o 
< 

CD 


o 




a 

CJ 
E- 


cn 




< 

a 
a 


o 

CU 




u 


rH 
< 



CJ 

a 



o 
u 

CU 



CJ rH 

o > 



Cn 



C3 vj 



O rH 

O O 

E-« to 

8 & 



IT 
u 

I? 



a 

is 

IS 

O 

a 
a 
o 

o 
u 
< 

CJ 

< 



CJ 0) 
E-< CO 



o 

CJ 



o 



CJ u 
CD 0J 
<C CO 



o 
o 

CJ 



a 
o 

u 

O 

o 

CJ 

o 



n3 
> 

rH 

< 

J-l 

x: 

Eh 

Qt O 

CO — ( 

< - 

3 



V4 

CU 

to 



5? 



5 



e OJ 

CJ r-3 

U U 

CJ XI 

< > 

O rH 

o a 

< rH 

cj a 

o >i 

O rH 

o o 



o 

< rH 

o o 

a rH 

o > 

< cn 

< < 



to 
< 

CO 

C 

rH 

o 

0) 



o 

CJ 
CJ 



& 

£h 
OJ 

o 

u 

P4 



CJ M 

IS £ 

a a 

Eh Eh 



Eh 

.a. 



1-1 



v u 

O cu 
< CO 



E^ 



C^ 



CJ n3 

O rH 

u < 



20 



WO 92/20799 14 PCT/JP92/00650 



cj 
o 
< 

< 

a 
a 

ft 
a 

E< 
CD 

o 
a 

& 

< 
o 
a 



i o 



1 5 



3sf 

IP 



CD 
do 



CM 




© 



o 
o 
< 



u 
e< 



CJ rH 



CO 



s 

a 



o o 

< -H 

O > 



O 



9« 








o 




o 






01 


o 




o 


< 


e< 


to 


o 


< 


E« 


w 




m 


< 




O 


>t 


o 






QJ 


e< 


a 


o 


< 




*h 


a 




£« 


u 




U 


E* 


0) 


CJ 


<u 


< 




a 




E< 


CO 






o 


>, 




=5 




c 


o 




g 


QJ 


i 




o 


o 




iJ 








3 o 




H 


O £< 


u 


B 


Q) *—\ 


o 


OJ 


rn o 




a 


•4 




CO 




CO 


a 


3 


a 


u 




a> 


e< 




cj 




E 




cj 




E« 


CO 




h~i 


o 


tn 


< 


o 




a 












tn 


s 






a. 


o 


< 


e« 


03 


E* 




u 


G 


cj 




CJ 


<D 


< 




o 


< 


E< 


to 


cj 


o 


o 




O 


G 


e< 


u 


e* 


03 


< 


■-t 


o 


<D 


a 


>^ 


a 


o 


< 


CO 


cj 


i-i 


o 


u 


CD 




E« 




o 


SI 


CJ 


«— < 




> 


< 


B* 


a 


< 


< 


cn 




XJ 


a 








i 


0) 


o 






< 






CJ 




CD 




a 


C 


E< 
















S 


2 




a 


g 


o 


O 


O, 


a 


QJ 


E< 












CJ 




c 


< 


% 


M 


< 








cj 


a 




<D 






< 






r-4 






o 




S 


M 








O >! 






C5 •— I 


o 


a* 


'HOC? 




c 


CJ >* 


6 








CD 


O CD 




zJ 


CJ flJ 




Q) 




a 


+1 


l: £ 




j„l 


r * t, 




<D 


C J i~! 




CO 


< § 






CJ CD 


o 




*^ 


< 


CO 


< M 


CJ 


0) 


i) 8 










t-t 


a cu 


f 1 


M 


r t t • 






*s_ 


% 




e5 ^ 


CJ 




E* 


B 


QJ 


CJ x< 






< E« 






O JJ 


CJ 


XI 




< 


9^ 


< S 




<D 


!? sL 


& 


-CJ 






Oi 






o* 


o O G 




C/3 


ri, t-H 


CD 


< 


o e? 








Cj 


r* 


p 3 


< 


P 


a j 


CD 




CJ o) 


CD 


<— l 




CD 


O 


g u 


E« 


u 


a m 


CJ 




< > 


E* 


CO 


E 4 P 


< 






O 






O 


O 


IS ^ 


E- 






O 


o 


s ^ 


< 


to 


< ^ 


a 


>, 


< as 


a 




CJ ^ 


u 


CD 


o < 


u 


u 




CD 


0) 




< 


CO 




CJ 


a? 


ej a 






< « 




a. 





a 



G 
CD 



i 2 

CD CD 



20 



WO 92/20799 ^ 15 PCT/JP92/00650 

ttz^ c ln - i gGmn&£um%(D-v-7'yj\'--7'&m7£-?ztzi6 

=J > t° zr-^-^^*^^tS|5H4£Di^l>iH5?^il^</c^m. CLN- 

fif^t (hyper-variable region. Hv^g^t) <t&¥t>\ HiS^-tl^' 
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erraining region) t fei^tftU tftft^iftll^^te^ie Ltl^S« 

. C LN- I gG "T Kabat & Wu^o-y h 

£ffiWc 0 [Kabat. E. A., Wu, T. T., Bilofsky, H. Varia 
ble Regions of Immunoglobulin Chains (Medical Comput. Syst 
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(1) cln- i gGmmom^mmmcom^. 

CLN - I gGglOT ^ V^S£?iJ^£. il ~j '<mV7 ? fr-? 1 
<h^BJ^<fc^o^o ^:TNBRF-PDB (rel. 26) 
tiXl^VzryjV-zflKm-fZ 2 4®E?iJ^CLN- I gG^tii:^ 

1) o ^®ii£Jfia^ HvK Hv2, Hv 3%*tl?tinmWr J %2 8 
*^3 4, 5 0^b5 6> 9 1*^9 6<!:^bfco 

c l n- i gGmM<Dm^mmm 

H v 1 : Asp lie Ser Asn Tyr Leu Ala 
H v 2 : Ala Ala Ser Ser Leu His Arg 
H v 3 : Tyr Mer Thr Tyr Pro He 

(2) cln- igGmmoM^mimo&fe 

CLN— IgGliOT; J&W.mfrk>, H v 9* J\/—~7 3 \ZM~$~ 
Z>Z.ti)mfrtK^tz 0 ^C-eNBRF-PDB (rel. 26) Ct**lT 
l^5-V-7yjl'-3'3lzm-tZ 2 1©S5?IJ£CLN- IgGMmt&Ktt. 
^> &&B-«flK&ffltLKabat & Wu^n 7 b^rfMLtz CM 2, 
Mi^9 6^Ti/T) o ^Oil, Hvl, Hv2mf^I# 
■^■3 1^£3 5> 4 9/^£5 9 <fc#^L-fc 0 Hv 3CiaLT(i> fill© 

nam 3 gi^tri < „ &semi tii^i:: its aw<»: 
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v 3{cffi^^-^ 0 

CLN-I gGK«©SoTgffitt 
H v 1 : Asn Tyr Ala Met Ser 

H v 2 : Ser Ala He Thr Pro Ser Gly Gly Ser Thr Asn 
H v 3 : Val Pro Tyr Arg Ser Thr Trp Tyr Pro Leu Tyr 
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CARDGGHGFCSS ASCFGPDYWGQGTP VTVS S 
CARSPVSLVDGWLYYYYGSVWGQGTLi 

CAR DRPLYGDYRAFNYWGQGTLVTVS S 

CAA TDDFDWSTFSLDYWGEGDLVTVSS 

CAR VTPAAASLTFS AVWGQGTLVT 

CAR DAGPYVSPTFFAHYGQGTLVT 
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3fc ■© 15 H 



i. tbe<dt um&w 

H v 1 : Asn Tyr Ala Met Ser 

H v 2 : Ser Ala He Thr Pro Ser Gly Gly Ser Thr Asn 
H v 3 : Val Pro Tyr Arg Ser Thr Trp Tyr Pro Leu Tyr 

Glu Val Gin Leu Leu Glu Ser Gly Gly Asp 10 
Leu Val Gin Pro Gly Gly Ser Leu Arg Leu 20 
Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser 30 
Asn Tyr Ala Met Ser Trp Val Arg Gin Ala 40 
Pro Gly Lys Gly Leu Glu Trp val Ser Ala 50 
He Thr Pro Ser Gly Gly Ser Thr Asn Tyr 60 
Ala Asp Ser Val Lys Gly Arg Phe Thr He 70 
Ser Arg Asp Asn Ser Gin Asn Thr Leu Tyr 80 
Leu Gin Met: Asn Ser Leu Arg Val Glu Asp 90 
Thr Ala Val Tyr Tyr Cys Gly Arg val Pro 100 
Tyr Arg Ser Thr Trp Tyr Pro Leu Tyr Trp 110 
Gly Gin Gly Thr Leu Val Thr val Ser Ser 120 



3. TiHOTS y&BB?iJ 
H v 1 : Asn Tyr Ala Met Ser 

H v 2 : Ser Ala He Thr Pro Ser Gly Gly Ser Thr Asn 
H v 3 : Val Pro Tyr Arg Ser Thr Trp Tyr Pro Leu Tyr 
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RNAtgSie^iJo 
5. TBOESK^J 



10 20 30 40 50 60 

GAGGTGCAGCTGTTGGAGTCTGGGGGAGACTTGGTACAGCCTGGGGGGTCGCTGAGACTC 
70 80 90 100 110 120 

TCCTGTGCAGCCTCTGGATTCACCTTCAGCAACTATGCCATGAGCTGGGTCCGCCAGGCT 

130 140 150 160 170 180 

CCAGGGAAGGGGCTGGAGTGGGTCTCAGCGATTACTCCTAGTGGTGGTAGTACAAATTAT 

190 200 210 220 230 240 

GCAGACTCCGTGAAGGGCCGGTTCACCATCTCCAGAGACAATTCCCAGAATACACTGTAT 

250 260 270 280 290 300 

CTGCAAATGAACAGCCTGAGAGTCGAGGACACGGCCGTATATTACTGTGGGAGAGTCCCA 

310 320 330 .340 350 360 

TATAGAAGCACTTGGTACCCTTTATATTGGGGCCAGGGAACCCTGGTCACCGTCTCCTCA 

GCC 



&^-f%m&(Dmmm 4 -igie*® d n Amm^n^az means t-sR 

NAtMEiyiJo 

6. TieorWttE^j 

Hv 1 : Asp He Ser Asn Tyr Leu Ala 
H v 2 : Ala Ala Ser Ser Leu His Arg 
H v 3 : Tyr Met Thr Tyr Pro He 

7. TE07S;»E5IJ 
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Asp lie Gin Met. Thr Gin Ser Pro Ser Ser 
Leu Ser Ala Ser Val Gly Asp Arg Val Thr 20 
lie Thr Cys Arg Ala Ser Gin Asp lie Ser 30 
Asn Tyr Leu Ala Trp Phe Gin Gin Lys Pro 40 
Gly Lys Ala Pro Lys Ser Leu lie Tyr Ala 50 
Ala Ser Ser Leu His Arg Lys Val Pro Thr 60 
Gin Phe Ser Gly Ser Gly Ser Gly Thr Asp 70 
Phe Thr Leu Thr lie Ser Ser Leu Gin Pro 80 
Glu Asp Phe Ala Thr Tyr Tyr Cys Leu Gin 90 
Tyr Met Thr Tyr Pro lie Thr Phe Gly Gly 100 
Gly Thr Lys Val Glu lie Lys Arg 

H v 1 : Asp He Ser Asn Tyr Leu Ala 
H v 2 : Ala Ala Ser Ser Leu His Arg 
H v 3 : Thr Met Thr Tyr Pro lie 

RNAi£gE?!lo 

10. T§B©igSi5?ij 
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10 20 30 40 50 60 

GACATCCAGATGACCCAGTCTCCATCCTCACTGTCTGCATCTGTAGGAGACAGAGTCACC 
70 80 90 100 110 120 

ATCACTTGTCGGGCGAGTCAGGACATTAGTAATTATTTAGCCTGGTTTCAGCAGAAACCA 

130 140 150 160 170 180 

GGGAAAGCCCCTAAGTCCCTGATCTATGCTGCATCCAGTTTGCACAGGAAGGTCCCAACA 

190 200 210 220 230 240 

CAATTCAGCGGCAGTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGCCTGCAGCCT 

250 260 270 280 290 300 

GAAGATTTTGCAACTTATTACTGCCTACAGTATATGACTTACCCTATCACCTTCGGCGGA 

310 320 
GGGACCAAGGTGGAGATCAAACGA 
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